REMARKS 

Favorable reconsideration and allowance of the claims of the present, as amended 
herein, application are respectfully requested. 

Applicants have requested the requisite certified copy of EP 02078164.7 and will 
provide same as soon as it is received. 

In the present Office Action, Claim 7 stands rejected under 35 U.S.C. §112, 
second paragraph. Specifically, the Examiner alleges that Claim 7 provides for the use of 
compounds of formula (I), but it does not set forth any steps involved in the method/process. 
Moreover, Claim 7 stands rejected under 35 U.S.C. §101 as allegedly lacking proper definition 
of a process claimed thereof for the same reason as explained above. 

In response, applicants have deleted Claim 7 without prejudice. It is to be noted 
that applicants reserve the right to file a continuation application to cover the deleted subject 
matter. 

Furthermore, Claims 1-4 stand rejected under 35 USC §102{b) as allegedly 
anticipated by US Patent No. 5,834,504 to Tang et ah Specifically, the Examiner alleges that 
Tang et al. teaches a compound of 3-[(2,4-Dimethylpyrrol-5-yl)methyIene]-2-indolinone as well 
as the method of making the same {see Column 22, lines 42-49). Although the present invention 
claims an isotopically labeled carbonium 14 [ I4 C] on the methylene carbon of said compound, 
the Examiner avers that 14 C is within the "natural abundance" of carbon atoms and therefore the 
isotopically labeled compound claimed in the present invention is inherently present in the cited 
reference. As such, the Examiner is of the opinion that Claims 1-4 are anticipated by the 
teachings of the cited reference. 
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In response, applicants submit that the claims of the present application are not 
anticipated by Tang et al. for the reasons as set forth below. 

Concerning the §102(b) rejection, it is axiomatic that anticipation under §102 
requires that the prior art reference disclose each and every element of the claim to which it is 
applied. In re King . 801 F.2d, 1324, 1326, 231 USPQ 136, 138 (Fed. Cir. 1986). Thus, there 
must be no differences between the subject matter of the claim and the description of the claimed 
subject matter in the disclosure of the prior art reference. Id. Stated another way, the reference 
must contain within its four corners a description of the invention, as claimed. Id. The corollary 
of the rule is equally applicable: Absence from the applied reference of any claimed element 
negates anticipation. Kloster Speedsteel AB v. Crucible Inc. . 793 F.2d 1565, 1571, 230 USPQ 
81,84 (Fed. Cir. 1986). 

Applicants submit that the claims of the present application are not anticipated by 
the disclosure of the Tang et al. since the applied reference does not disclose: (a) indolylidene- 
methyl-pyrroles compounds being f 14 C1 isotopicallv labeled at the methvlidene moiety ; (b) such 
indolylidene-methyl-pyrroles compounds have a high degree of rad iochemical purity, i.e., the 
compound of 3-[(2,4-Dimethylpyrrol-5-yl) [ 14 C] methylene] -2-indolinone is 99% 
radiochemically pure, see Page 10, lines 14-15; and (c) the process of making said compounds 
by reacting an [ 14 C1 isotopicallv labeled 2-carboxaldehvde pyrrole with an oxindole. Instead, the 
teachings from Tang et al. provide: (a) a compound of 3-[(2,4-Dimethylpyrrol-5-yI)methylene]- 
2-indolinone which is not isotopicallv labeled ; (b) such compound is not radiochemically pure 
since it is a mixture of [ 12 C] and [ t3 C); and (c) a process of making said compound by reacting an 
non-isotopicallv labeled 2-carboxaldehvde pyrrole derivative with an oxindole. 
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Applicants further submit that although Tang et al. may disclose the compound of 
3-[(2,4-Dimethylpyrrol-5-yl)methylene]-2-indolinone, such compound is a mixture of [ 12 C] and 
[ 13 C] at the methylidene moiety since [ 12 C] and [ 13 C], rather than 1 14 C1 , are the "natural 
abundance" of the carbon atom. For the convenience of the Examiner, applicants enclose 
herewith a copy of the table of atomic masses and abundancies from the Handbook of Chemistry 
and Physics. Said table shows that [ 12 C] has an abundance of 98.93% and [ 13 C] has an 
abundance of 1 .07%. Since [ 14 C] is not a naturally abundant carbon atom, it follows that a 
compound isotopically labeled with [ 14 C] is not inherent from the same compound without being 
isotopically labeled with [ ,4 C]. Moreover, the compounds claimed in the present invention have 
a high degree of radiochemical purity with respect to [ 14 C] whereas the compound disclosed 
from Tang et al. is a mixture of [ 12 C] and [ l3 C], It is stressed that compounds having a high level 
of [ 14 C] radiochemical purity have different physical and chemical properties from compounds 
which are a mixture of [ I2 C] and [ 13 C]. As such, compounds claimed in the present invention are 
fundamentally distinct from the compound of 3-[(2,4-Dimethylpyrrol-5-yl)methylene]-2- 
indolinone disclosed from Tang et al. 

Inasmuch as Tang et al. does not teach or suggest the claimed compounds of the 
present invention, Tang et al. also fails to teach or suggest the method of preparation of the 
claimed compounds of the present invention. 

The foregoing remarks clearly demonstrate that Tang et al. does not teach each 
and every aspect of the claimed invention, as required by King and Kloster Speedsteel; therefore 
the claims of the present application are not anticipated by the disclosure of Tang et al. 
Applicants respectfully submit that the instant §102 rejection over Tang et al. has been obviated, 
and withdrawal thereof is respectfully requested. 
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In the Office Action, Claims 1-5 and 7 stand rejected under 35 U.S.C. § 103(a) as 
allegedly unpatentable over Tang et al. in view of Plieninger et al. Specifically, the Examiner 
avers that Tang et al. teach a compound of 3-[(2,4-Dimethylpyrrol-5-yl)methylene]-2-indolinone 
as well as the method of making same by reacting the oxindole with optionally substituted 2- 
carboxaldehyde pyrrole in piperidine. The Examiner also concedes that Tang et al. does not 
teach that [ 14 C] is present in the methylene group in more than the natural abundance, nor that 
the synthesis is done in pyrrolidine, or the use of the compound for absorption, distribution, 
metabolism and excretion studies. The Examiner further alleges that Plieninger et al. teaches a 
substituted 2-carboxaldehyde pyrrole wherein [ 14 C] is present in the carbon of the aldehyde 
group. Therefore, the Examiner asserts that a person skilled in the art would be motivated to 
react the substituted 2-carboxaldehyde pyrrole with the oxindole in pyrrolidine to make the 
claimed compound of the present invention, since one skilled in the art routinely uses 
radioisotopes for studies within the body for absorption, distribution, metabolism, and excretion 
studies, and radiolabeled compounds can be easily analyzed by mass spectroscopy. 

In response, applicants submit that the claims of the present application are not 
rendered obvious by the disclosures of Tang et al. in view of Plieninger et al., since the cited two 
references, either alone or in combination, do not teach, disclose or suggest the claimed 
invention. 

With respect to Tang et al, the primary reference, applicants submit that there are 
several differences between the compounds and the process of making such compounds in Tang 
et al. and that of the present invention as clearly stated above. Thus, the present invention is not 
obvious to one of ordinary skill in the art from the teaching of Tang et al. 
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In view of the above remarks, applicants submit that it is not obvious for a person 
skilled in the art to select a [ l4 C] isotopically labeled 2-carboxaldehyde pyrrole derivative, react 
it with an oxindole under a modified base, i.e., pyrrolidine, to obtain a compound of 3-[(2,4- 
Dimethylpyrrol-5-yl) [ 14 C]methylene]-2-indolinone with high radiochemical purity wherein such 
compound can be used for absorption, distribution, metabolism and excretion studies. 

With respect to the secondary reference, Plieninger et al. teaches the use of a 
compound of substituted 2-carboxaldehyde pyrrole wherein [ 14 C] is present in the carbon of the 
aldehyde group, as an intermediate in obtaining a final compound with the structure set out 
below. Applicants submit that there would be no reason for a person skilled in the art to 
combine the primary and secondary references in the first instance since the cited references 
relate to different classes of compounds and different applications, for example, the primary 
reference is directed to 3-(2'-halobenzylidenyl)-2-indolinone compounds (structure shown 
below) in the treatment of abnormal cell proliferation, whereas the secondary reference relates to 
a process of making a mixture of bilirubin-IXa-dimethyl ester and bilirubin-XIIIa-dimethyl 
ester. 




Compound taught by Tang et al. 
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Compound taught by Plieninger et al. 

Moreover, even when combined, the secondary reference together with the 
primary reference does not overcome the deficiencies of the primary reference, since Plieninger 
et al. do not teach, disclose or suggest a compound of 3-[(2,4-Dimethylpyrrol-5-yl) 
[ 14 C]methylene]-2-indolinone with high [ 14 C] radiochemical purity. Inasmuch as neither Tang et 
al. nor Plieninger et al individually teach, disclose or suggest a compound of 3-[(2,4- 
Dimethylpyrrol-5-yl) [ 14 C]methylene]-2-indolinone with high [ 14 C] radiochemical^ purity, the 
combination cannot teach, disclose or suggest said compound. 

In view of the above remarks, applicants submit that the present invention is not 
obvious over Tang et al. in view of Plieninger et al. Applicants respectfully submit that the 
instant §103 rejection over Tang et al. in view of Plieninger et al. has been obviated, and 
withdrawal thereof is respectfully requested. 

In the Office Action, Claim 6 stands rejected under 35 U.S.C. §103 (a) as 
allegedly unpatentable over Plieninger et al. Specifically, the Examiner alleges that Plieninger et 
al. does not teach a methyl group in the 5-position of the pyrrolidine, but a person skilled in the 
art would be motivated to modify the structure and arrive to the present invention. 

In response, applicants submit that the compounds recited in Claim 6 are not 
disclosed or suggested by Plieninger et al. Moreover, a person skilled in the art would not be 
motivated to modify the structure with a reasonable expectation of success. Therefore, 
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applicants respectfully submit that the instant § 1 03 rejection over Plieninger et al has been 
obviated, and withdrawal thereof is respectfully requested. 



Thus, in view of the foregoing amendments and remarks, it is firmly believed that 



the present case is in condition for allowance, which action is earnestly solicited, 



Scully, Scott, Murphy & Presser, P.C. 
400 Garden City Plaza, Suite 300 
Garden City, New York 11530 
516-742-4343 
Enclosure 

PIB/AZ:dg 



Respectfully submitted, 




eter I. Bernstein 
Registration No. 43,497 
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ATOMIC MASSES AND ABUNDANCES 



This table lists the mass (in atomic mass units, symbol u) and 
the natural abundance {in percent) of the stable nuclides and a few 
•important radioactive nuclides/ A complete table of all nuclides 
•ipay be fouhd ih Section 11 ("Table of the Isotopes"), 
. • The atomic masses were taken from' the 2003 evaluation of 
Wapstra, and Thibault (References % 3). The number in pa- 
tentheses : following the mass value iff the uncertainty in the last 
^igit(s) given. An asterisk * after an entry indicates the mass value 
Was derived not purely from experimental data, but at least partly 
from systematic trends. 

I: - Natural abundance values were taken from the IUPAC Technical 
Report "Atomic Weight of the Elements-Review 2000" (Reference 
4); these entries are also followed by uncertainties mine last digit(s) 
■;of the stated-values. This uncertainty includes both the estimated 
riWasurem'ent- uncertainty and the reported range' of variation in 
/different terrestrial sources of the element (see Reference 4 for full 



details and caveats regarding elements whose abundance is vari- 
able). The absence of an entry in the Abundance column indicates 
a radioactive Nuclide not present in nature or an element whose 
isotopic composition varies so widely that a meaningful natural 
abundance cannot be defined. 

References , 

1. Holden, N. E.> "Table of the Isoto^esV in Xide, fx R>, Ed., CRC 
Handbook of T Chemistry and Physics, 86ih £<&v CRC Press, Boca Raton 
FL, 2005. " : • 

2. Audi, G:, Wapstra, A. R, and Thibault NucL Phys,, A729, 336, 2003. 

3. Audi, G„ and Wapstra, A. R, Atomic Mass Data Center, World Wide 
Web site, <http://www.nndc.bni.goy/amdc/mdex.html> 

4. de Laeter, J. R. r Bohlke, J. K„ De BievFe, B,.Hidaka, : H, Peiser, R S., 
Rosman, K. J. R„ and Taylor, P,.D.. R, PureAppl Chem, .75, 683, 2003. 
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6 Li 
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